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Abstract
Introduction Studies on the blood pressure lowering
effect of renal denervation (RDN) in resistant hypertensive
patients have produced conflicting results. Change in
medication usage during the studies may be responsible for
this inconsistency. To eliminate the effect of medication
usage on blood pressure we focused on unmedicated
hypertensive patients who underwent RDN.
Methods and results Our study reports on a cohort of
patients, who were not on blood pressure lowering drugs at
baseline and during follow-up, from eight tertiary centers.
Data of patients were used when they were treated with
RDN and had a baseline office systolic blood pressure
(SBP) C140 mmHg and/or 24-h ambulatory SBP C
130 mmHg. Our primary outcome was defined as change
in office and 24-h SBP at 12 months after RDN, compared
to baseline. Fifty-three patients were included. There were
three different reasons for not using blood pressure low-
ering drugs: (1) documented intolerance or allergic reaction
(57 %); (2) temporary cessation of medication for study
purposes (28 %); and (3) reluctance to take antihyperten-
sive drugs (15 %). Mean change in 24-h SBP was
-5.7 mmHg [95 % confidence interval (CI) -11.0 to
-0.4; p = 0.04]. Mean change in office SBP was
-13.1 mmHg (95 % CI -20.4 to -5.7; p = 0.001). No
changes were observed in other variables, such as eGFR,
body–mass-index and urinary sodium excretion.
Conclusion This explorative study in hypertensive
patients, who are not on blood pressure lowering drugs,
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suggests that at least in some patients RDN lowers blood
pressure.
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Introduction
Sympathetic overactivity and kidney injury are major con-
tributors in sustaining high blood pressure (BP) levels [1].
Percutaneous renal denervation (RDN) of the sympathetic
nerves surrounding the renal arteries has been introduced as
a therapy for (resistant) hypertension [2, 3]. Several studies
have shown a reduction in ambulatory systolic blood pres-
sure (SBP) ranging from 5 to 10 mmHg at 6- to 12-month
follow-up after RDN [2, 4–6]. In the Symplicity HTN-3
trial, no difference in BP change between RDN-treated
patients and the sham-treated control group was reported [7].
This has greatly fueled the discussion on the role of RDN as
an antihypertensive treatment. Technical and procedural
insufficiency may have hampered the proof of an antihy-
pertensive effect of RDN [8]. In addition, it has been argued
that the effects in earlier studies could be attributed to
regression to the mean, improvement in lifestyle factors and,
in particular, to a change in medication use [9–11]. In the
Symplicity HTN-3 study, substantial differences in baseline
anti-hypertensive medications and a striking 40 % change in
prescribed anti-hypertensives in both control and RDN-
treated groups during the study has seriously limited eval-
uation of the true effect of RDN [7]. Furthermore it is now
well recognized that drug adherence in patients with
hypertension is highly variable which further complicates
assessment of anti-hypertensive effects of drugs or device
therapy [12–14]. Recent RDN trials have attempted to
overcome this problem by witnessed medication intake or by
applying adherence questionnaires [6, 7, 15]. In these ran-
domized controlled trials, the effect of RDN on 24-h SBP
ranged from no change to a reduction of 6 mmHg, with
comparable medication adherence in RDN treated patients
and the control group. Hypertensive patients on no medi-
cation seem to be an ideal population to quantify the effect
of RDN on BP. Furthermore, patients with intolerance of
anti-hypertensive medication pose a major challenge to
clinicians and novel approaches are needed to improve their
BP control given their high cardiovascular risk [16]. This
study reports on a collaborative initiative of eight centers
active in device based therapy for hypertension. We present
the results of RDN in hypertensive patients who used no
blood pressure lowering drugs for their BP before RDN and
during follow-up.
Methods
Design and study population
The study was designed to evaluate a cohort of patients that
underwent RDN and who were either without blood pres-
sure lowering drugs at baseline and follow-up, or, whose
medication was withdrawn according to protocol. Our
primary outcome was defined as change in office and 24-h
SBP at 12 months after RDN, compared to baseline. Eight
international centers (seven in Europe and one in Australia)
participated in this initiative (Table 4, Supplemental Dig-
ital Content, which represents the participating centers).
These centers delivered patient records that met the fol-
lowing inclusion criteria: the patient was C18-year-old,
treated with catheter-based RDN and had a baseline office
SBP C140 mmHg and/or 24-h SBP C130 mmHg. Patients
were excluded if they were using medication for their
hypertension or when no BP data were available at baseline
or during follow-up visits. Local medical ethics committees
approved the primary study in which the patient originally
participated, in accordance with the Declaration of
Helsinki.
Blood pressure assessments
Twenty-four-hour BP and office BP measurements were
collected at baseline and at 6 months and/or 12 months
post RDN. Twenty-four-hour BP was calculated as the
mean of the readings at least every 30 min at daytime and
every hour at nighttime. Office BP was calculated as the
mean of three measurements obtained with a noninvasive
automatic blood pressure measuring device with at least
5 min resting between each BP reading. All BP measure-
ments were performed in accordance with the European
guidelines and with recommended devices [17, 18]. In the
absence of a control group, we compared our results with
the possible BP lowering effect of simply taking part in a
study. To assess this potential placebo effect, we selected
studies from a recently published systematic review by
Patel and co-workers (Fig. 2, Supplemental Digital Con-
tent, represents a forest plot of the selected studies) [19].
Other assessments
We collected physical (e.g., height, weight) and biochem-
ical parameters (e.g., urinary sodium excretion) to explore
lifestyle and other potentially relevant factors at baseline
and follow-up. We report on body mass index, kidney
function and 24-h urinary sodium excretion. Serum crea-
tinine was determined as standard care at each study site
(Jaffe´ or Enzymatic method). The estimated glomerular
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filtration rate (eGFR) was calculated using the Chronic
Kidney Disease Epidemiology Collaboration (CKD-EPI)
or Modification of Diet in Renal Diseases (MDRD) equa-
tion [20, 21]. Measurements were standardized by con-
verting the creatinine measurements with the Jaffe´ method
to the Enzymatic method and the eGFR with MDRD to the
CKD-EPI estimation.
RDN procedure
Study sites selected patients for RDN according to their
own study protocol (Table 4, Supplemental Digital Con-
tent, which represents the participating centers). Percuta-
neous radiofrequency ablation was performed with
SymplicityTM catheter (Medtronic Inc., Santa Rosa, Cali-
fornia) or EnligHTNTM Ablation catheter (St Jude Medical,
St Paul, MN, USA). Ultrasound RDN was performed with
the use of PARADISETM technology (ReCor Medical,
Ronkonkoma, NY, USA). The treating physician decided
which renal arteries to treat, which device to use and how
many ablations could be performed.
Statistical analysis
Results are presented as the mean difference between
baseline and 12 months with corresponding standard error
and 95 % CI interval, unless otherwise stated. When the
95 % CI does not contain the zero value, the difference is
considered statistically significant. Our primary outcome
was change in BP 12 months after RDN. For missing data,
we used the 6-month BP data carried forward. The ratio-
nale for this approach was to increase the number of
individuals with an outcome variable. This was considered
to be reasonable based on previous reports showing that
over time the magnitude of the RDN effect does not seem
to attenuate between 6 and 12 months, if anything an
increase in RDN effect is expected [5, 22]. To study the
mean changes in BP we used paired analyses. To study
change in BP and change in biological variables after
RDN, we applied a linear regression model. Also, a linear
regression model was applied to explore which baseline
factors were related to the blood pressure change. Uni-
variable models were the main approach due to the small
sample size. To explore the data further, we applied a one-
way ANOVA model to determine whether the reason for
not using blood pressure lowering drugs resulted in dif-
ferent BP changes. In the present study we aimed to collect
results of as many individuals as possible, who underwent
RDN and were not using blood pressure lowering drugs.
Therefore, no sample size estimation was done upfront. All
analyses were performed using the IBM SPSS Statistics for
Windows, Version 21.0 (IBM Corp., Armonk, NY, USA).
Results
Baseline characteristics
Fifty-three records of patients, who complied with our
inclusion criteria, were included. There were three different
reasons for not using BP lowering drugs: (1) documented
intolerance or allergic reaction (57 %); (2) temporary
cessation of medication for study purposes (followed by
immediate resumption of drug treatment after study visits),
using a highly standardized stepwise program (28 %); and
(3) reluctance to take antihypertensive drugs (15 %) [23,
24]. Four patients for whom the reason was unknown were
included in the first group. All patients underwent RDN
between May 2011 and August 2014 in different study
settings (Table 4, Supplemental Digital Content). Baseline
characteristics are summarized in Table 1. Mean baseline
24-h BP was 160 ± 17/94 ± 11 mmHg and mean office
BP was 180 ± 24/101 ± 14 mmHg. Mean baseline eGFR
estimated by CKD-EPI was 85 ± 18 ml/min/1.73 m2.
Three patients (6 %) had moderately reduced kidney
function (eGFR\60 ml/min/1.73 m2). Forty-two patients
were treated with the Symplicity catheter, ten with the
EnligHTN catheter and one was treated with ultrasound
RDN. Baseline characteristics of the three groups of
patients, according to the reason for not using blood pres-
sure lowering drugs, are shown in Table 5 (Supplemental
Digital Content).
Change in blood pressure
Twenty-four-hour BP and office BP data were available in
43 and 47 patients, respectively (6-month office and 24-h
BP data were carried forward for 7 and 14 patients,
respectively). In the whole group, 24-h SBP and diastolic
BP (DBP) reduced after RDN as compared to baseline by
-5.7 mmHg [95 % confidence interval (CI), -11.0 to
-0.4; p = 0.04] and -4.0 mmHg (95 % CI -6.6 to -1.4;
p = 0.003), respectively. Office SBP and DBP decreased
significantly after RDN by -13.1 mmHg (95 % CI -20.4
to -5.7; p = 0.001) and -4.4 mmHg (95 % CI -7.8 to
-1.1; p = 0.01), respectively (Table 2). There were no
statistically significant differences in BP change between
the three groups (p = 0.45 and p = 0.93 for 24-h SBP and
office SBP, respectively) (Table 6, Supplemental Digital
Content). BP changes at 6 and 12 months are separately
presented in Table 7 (Supplemental Digital Content).
Based on a systematic review, a selective pooling of pre-
vious studies was performed to assess the effect of par-
ticipating in a trial on BP levels. Mean change in office
SBP in the placebo controlled group was -4.0 mmHg
(95 % CI -7.5 to -0.4) and the change in 24-h SBP
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-0.9 mmHg (95 % CI -2.1 to 0.2) (Fig. 2, Supplemental
Digital Content, which represents a forest plot of the
selected studies).
Anatomic and procedural determinants
Renal artery anatomy was established in 50 patients.
Thirty-seven patients had a solitary artery on both sides, 13
patients had accessory renal arteries on one or both sides,
of which three patients had more than one. Patients with
solitary renal arteries were all treated in both renal arteries.
Of the patients having accessory renal arteries, seven
patients could not be treated in all renal arteries. In Fig. 1,
the individual changes in BP are presented for the patients
with solitary renal arteries. Mean change in 24-h SBP is
-5.4 mmHg (95 % CI -10.7 to -0.11) and mean change
in office SBP is -18.5 mmHg (95 % CI -26.7 to -10.4).
Individual changes of the patients with accessory renal
arteries are shown in Fig. 3 (Supplemental Digital Con-
tent). Change in 24-h SBP and office SBP did not differ
between groups based on the device (Symplicity and
EnligHTN) used for RDN (p = 0.56; p = 0.87, respec-
tively). There was no relation between the number of
ablations and the change in 24-h SBP and office SBP
(p = 0.97; p = 0.71, respectively). Data are not shown in
this article.
Explorative analyses into determinants of response
to RDN
Univariable analysis showed no significant relation
between baseline 24-h SBP and change in 24-h SBP after
RDN [mean change in 24-h SBP is -0.22 mmHg (95 % CI
-0.53 to 0.083; p = 0.15) for every mmHg increase in
baseline 24-h SBP]. There was a significant relation
between baseline office SBP and change in SBP after RDN
(mean change in office SBP is -0.36 mmHg (95 % CI
-0.64 to -0.089; p = 0.011) for every mmHg increase in
baseline office SBP).We observed a relation between per-
centage dipping at baseline and change in SBP after RDN
[mean change in 24-h SBP is 0.76 mmHg (95 % CI 0.18 to
1.35; p = 0.01) and for office SBP 0.82 mmHg (95 % CI
0.013 to 1.62; p = 0.047] for every percentage increase in
dipping (Fig. 4, Supplemental Digital Content, which
represents the relation between these variables). This
demonstrates that patients with more nocturnal dipping
have less reduction in blood pressure after RDN. Further-
more, nighttime BP was positively related to change in
SBP after RDN [mean change in 24-h SBP is
-0.43 mmHg (95 % CI -0.70 to -0.16; p = 0.002) and
for office SBP -0.35 mmHg (95 % CI -0.74 to -0.054;
p = 0.088) for every percentage increase in nighttime BP].
All univariable analyses are presented in Table 3. With
regard to lifestyle and other biological factors, we observed
no changes in BMI, eGFR and urinary sodium excretion
after RDN (Table 2).
Discussion
To the best of our knowledge, this is the first report on the
BP lowering effect of RDN in hypertensive patients who
were not using blood pressure lowering drugs at baseline
and during follow-up. Ambulatory and office BP were
Table 1 Baseline characteristics of the study population
All patients (n = 53)
Age (years)a 62 (35–80)
Gender (male)b 24 (45.3)
Caucasianb 53 (100)
Body mass index 28.4 (±4.9)
Comorbidity
Dyslipidemiab 36 %
Diabetes Mellitus type 2b 11 %
Cardiovascular diseasesb 15 %
Cerebrovascular diseasesb 6 %
Current smokingb 4 (8)
Nr. of antihypertensive drugsa 0 (0–0)
Reason for no medication use
Intolerance, unknownb 30 (57)
Study purposesb 15 (28)
Never prescribedb 8 (15)
Office blood pressure
Systolic (mmHg) 180 (±24)
Diastolic (mmHg) 101 (±14)
Heart rate (bpm) 72 (±10)
Ambulatory blood pressure
24-h systolic (mmHg) 160 (±17)
24-h diastolic (mmHg) 94 (±11)
24-h heart rate (bpm) 72 (±9)
eGFR, CKD epi (mL/min/1.73 m2) 85 (±18)
Presence of accessory renal arteriesb 13 (25)





Nr. of ablationsa 13 (2–25)
Data are expressed as mean ± SD, unless stated otherwise
Body mass index is the weight in kilograms divided by the square of
the height in meters
Bpm beats per minute, eGFR estimated glomerular filtration rate
a Data are mean (range)
b Data are n (%) or percentage
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significantly reduced after RDN, in this patient group with
considerable heterogeneity. So far, the effect of RDN has
been investigated when added to medical therapy in
patients with so called resistant hypertension. Resistant
hypertension is defined as an office SBP C140 mmHg,
despite the use of at least three BP lowering drugs [17]. A
major difficulty in such studies is that use of prescribed
medication is highly variable and, importantly, may change
over time. In the present study, this poorly controllable, but
important effect modifier, has been eliminated by selecting
patients not on antihypertensive drugs, allowing an esti-
mation of the net effect of RDN. The magnitude of the
RDN effect seen in our study is comparable to what has
been documented in the DENERHTN study, in which the
BP lowering efficacy of RDN plus standardized antihy-
pertensive treatment was compared with standardized
antihypertensive treatment alone in patients with resistant
hypertension. In DENERHTN specific efforts were
undertaken to maximize medication adherence [6]. When
looking at 6-months results, they noted a change in 24-h BP
of -5.9/-3.1 mmHg which is not very different from the
-5.0/-2.0 mmHg we found in our study. In addition, we
found a further decline to -7.0/-4.0 mmHg 12 months
after RDN. As mentioned above, we observed considerable
Table 2 Change in blood
pressure and other relevant
parameters after RDN
N Mean change compared to baseline (95 % CI)
Ambulatory blood pressure
24-h systolic (mmHg) 43 -5.7 (-11.0 to -0.4)
24-h diastolic (mmHg) 43 -4.0 (-6.6 to -1.4)
24-h heart rate (bpm) 35 -1.1 (-3.8 to 1.7)
Day-time systolic (mmHg) 39 -8.2 (-13.4 to -3.0)
Day-time diastolic (mmHg) 39 -4.9 (-7.9 to -2.5)
Nighttime systolic (mmHg) 38 -6.3 (-14.1 to 1.4)
Nighttime diastolic (mmHg) 38 -4.8 (-9.9 to 0.4)
Office blood pressure
Systolic (mmHg) 47 -13.1 (-20.4 to -5.7)
Diastolic (mmHg) 47 -4.4 (-7.8 to -1.1)
Heart rate (bpm) 25 -2.6 (-6.7 to 1.5)
Body mass index (kg/m2) 25 0.5 (-0.9 to 1.9)
eGFR, CKD epi (mL/min/1.73 m2) 48 0.4 (-1.9 to 2.8)
Urinary sodium excretion (mmol/24 h) 16 -23.3 (-89.3 to 42.7)
N represents the number of patients with information on the variable of interest at baseline and at follow-up
Body mass index is the weight in kilograms divided by the square of the height in meters
Bpm beats per minute, eGFR estimated glomerular filtration rate
Fig. 1 Individual changes in blood pressure after RDN, in patients with solitary renal arteries a, n = 35 and b, n = 34. SBP systolic blood
pressure
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heterogeneity of BP response to RDN. This variability was
also noted in previous studies [6, 22]. Procedure and
patient related factors could play a role. The majority of the
renal denervation procedures were done with Medtronic’s
Simplicity device. It is now increasingly clear that proce-
dural factors such as completeness of circumferential
coverage, depth and location of ablations may result in a
variable and unpredictable degree of nerve destruction and
as result a variable effect on BP [25, 26]. In this small study
sample, we found no relation between the number of
ablations and BP effect and no difference in effect between
the two devices. Explorative analyses were performed on
patient related factors that may affect the degree of effect.
As consistently reported earlier, we found that a higher
baseline office SBP is associated with a larger BP reduction
[22, 27, 28]. Interestingly, the BP lowering effect was
larger in non-dipping patients. This finding is in line with
the knowledge that reduced nocturnal dipping is a char-
acteristic of an upregulated sympathetic nervous system
[24]. Furthermore, a comparable relation between night-
time BP and reduction in BP was seen.
For this study, we collected records of patients previ-
ously treated with RDN, therefore a control group was
lacking. This results in uncertainty whether the observed
decline in BP after RDN may (partially) be due to other
mechanisms, including lifestyle improvement, the effect of
taking part in a trial and also the ‘regression to the mean’
phenomenon. Our data suggest no major changes in
potentially relevant factors, such as BMI, eGFR and uri-
nary sodium excretion. It is highly implausible that ‘re-
gression to the mean’ can be responsible when observing
sustained BP reductions 12 months post RDN. Further-
more, most patients already have a long history of hyper-
tension. To overcome the limitation of having no control
group, we assessed the BP lowering effect in the placebo
arm of hypertension trials in patient populations not on
antihypertensive drugs, based on a recently published
systematic review. (Figure 2, Supplemental Digital Con-
tent) [19, 29–38]. The comparison of this estimated pla-
cebo effect with the present analysis suggests that the 24-h
and office BP reduction after RDN (-5.7 and
-13.0 mmHg systolic, respectively) is on average larger
than could be expected from participating in a study per se
(-0.9 and -4.0 mmHg change in SBP, respectively).
Although, we believe this is the best available comparison,
an important limitation is the heterogeneity of these studies
and, on average, lower baseline BP compared with our
study. Furthermore, the calculated study-/placebo effect
was purely based on pharmacological interventions. The
effect of a sham procedure might be different.
This study has some other limitations as well. Firstly,
our study may consist of a highly selected population.
However, when compared to earlier studies, our population
did not differ in mean levels of predictors of response to
RDN [6, 7, 15, 22, 39]. Therefore, our results unlikely
reflect a biased estimate. Secondly, we did not measure
drug metabolites to check whether patients were really not
using blood pressure medication during the measurement.
However, it seems unlikely that patients are using drugs
without prescription.
Conclusion
In conclusion, this explorative study suggests a beneficial
effect of RDN on blood pressure in patients with hyper-
tension, independent of medication change during the
study. Furthermore, this supports the rationale to investi-
gate the effects of RDN in a patient population not on
blood pressure lowering drugs [40, 41].
Acknowledgments We would especially like to thank St. Jude
Medical and Medtronic for providing part of the data and supporting
the research at the applicable sites. Furthermore we would like to
thank all contributors in the participating RDN centers.
Compliance with ethical standards
Conflicts of interest and source of funding This study was con-
ducted as an investigator driven study. R.L.J. and M.F.S. were sup-
ported by grants from The Netherlands Organisation for Health
Research and Development (ZonMw), the Dutch Kidney Foundation
Table 3 Univariable analyses of change in 24-h systolic blood
pressure
N B (95 % CI)
Age 43 0.19 (-0.39 to 0.76)
Gender, female 43 1.58a (-9.23 to 12.38)
Body mass index 40 0.52 (-0.53 to 1.58)
eGFR, CDK epi (mL/min/1.73 m2) 40 -0.13 (-0.45 to 0.18)
Urine sodium mmol/24 h 24 0.01 (-0.05 to 0.07)
Baseline 24-h SBP (mmHg) 43 -0.22 (-0.53 to 0.08)
Baseline percentage dipping 38 0.76 (0.18 to 1.35)
Baseline nighttime SBP (mmHg) 38 -0.43 (-0.70 to -0.16)
Nr. of ablations 40 -0.03 (-1.75 to 1.69)
Univariable analyses of the relation between baseline and/or proce-
dural characteristics and the change in 24-h systolic blood pressure
after RDN in all patients
Body mass index is the weight in kilograms divided by the square of
the height in meters
SBP systolic blood pressure
N represents the number of patients with information on both the
change in 24-h systolic blood pressure and the variable of interest
B the regression coefficient, reflects the mean change in 24-h systolic
blood pressure by one unit increase in determinant
a B reflects the mean change in 24-h systolic blood pressure if this
characteristic is applied
760 Clin Res Cardiol (2016) 105:755–762
123
and an unrestricted grant from Medtronic (Sympathy). M.D.L. is
supported by the Barts Charity. P.B. reports research grants from
Medtronic and St. Jude and act as a consultant for Medtronic and St.
Jude, outside the submitted work. M.L.B. reports research grants from
Medtronic, the Dutch Kidney Foundation and ZonMw, outside the
submitted work. M.D.L. reports personal fees from ROX Medical,
personal fees from St. Jude Medical, grants from Medtronic, personal
fees from Cardiosonic, outside the submitted work. M.B. reports
personal fees from Medtronic, during the conduct of the study. J.D.
reports institutional research support from Medtronic, Boston Scien-
tific, ReCor, St. Jude Medical, outside the submitted work. F.M.
reports research grants from Medtronic/Ardian, St. Jude Medical and
Recor and speaker fees from Medtronic/Ardian and St. Jude Medical,
outside the submitted work. R.E.S. reports research grants from
Medtronic and Roxmedical, and personal fees from Boston Scientific,
Kona Medical, Medtronic, Recor, Terumo, outside the submitted
work. M.S. reports research grants from NHMRC, Medtronic and
speaker fees from Medtronic, Boston Scientific, outside the submitted
work. M.V. reports research grants from Medtronic and speaker fees
from St. Jude Medical, outside the submitted work. S.W. reports
honoraria and consultancy fees from Medtronic and St. Jude, outside
the submitted work. R.L.J., M.F.S., S.E., M.M.B., E.E.V., W.L.V,
W.S., E.V., P.T., O.D., C.O., D.H., M.SX. and H.N. have nothing to
disclose.
Ethical standards Local medical ethics committees approved the
primary study in which the patient originally participated, in accor-
dance with the Declaration of Helsinki.
Open Access This article is distributed under the terms of the
Creative Commons Attribution 4.0 International License (http://crea
tivecommons.org/licenses/by/4.0/), which permits unrestricted use,
distribution, and reproduction in any medium, provided you give
appropriate credit to the original author(s) and the source, provide a
link to the Creative Commons license, and indicate if changes were
made.
References
1. DiBona GF, Esler M (2010) Translational medicine: the antihy-
pertensive effect of renal denervation. Am J Physiol Regul Integr
Comp Physiol 298:R245–R253. doi:10.1152/ajpregu.00647.2009
2. Esler MD, Krum H, Sobotka PA, Schlaich MP, Schmieder RE,
Bohm M (2010) Renal sympathetic denervation in patients with
treatment-resistant hypertension (The Symplicity HTN-2 Trial): a
randomised controlled trial. Lancet 376:1903–1909
3. Schlaich MP, Sobotka PA, Krum H, Lambert E, Esler MD (2009)
Renal sympathetic-nerve ablation for uncontrolled hypertension.
N Engl J Med 361:932–934
4. Krum H, Schlaich M, Whitbourn R, Sobotka PA, Sadowski J,
Bartus K et al (2009) Catheter-based renal sympathetic dener-
vation for resistant hypertension: a multicentre safety and proof-
of-principle cohort study. Lancet 373:1275–1281
5. Papademetriou V, Tsioufis CP, Sinhal A, Chew DP, Meredith IT,
Malaiapan Y et al (2014) Catheter-based renal denervation for
resistant hypertension: 12-month results of the EnligHTN I first-
in-human study using a multielectrode ablation system. Hyper-
tension 64:565–572. doi:10.1161/HYPERTENSIONAHA.114.
03605
6. Azizi M, Sapoval M, Gosse P, Monge M, Bobrie G, Delsart P
et al (2015) Optimum and stepped care standardised antihyper-
tensive treatment with or without renal denervation for resistant
hypertension (DENERHTN): a multicentre, open-label,
randomised controlled trial. Lancet 385:1957–1965. doi:10.1016/
S0140-6736(14)61942-5
7. Bhatt DL, Kandzari DE, O’Neill WW, D’Agostino R, Flack JM,
Katzen BT et al (2014) A controlled trial of renal denervation for
resistant hypertension. N Engl J Med 370:1393–1401. doi:10.
1056/NEJMoa1402670
8. Kandzari DE, Bhatt DL, Brar S, Devireddy CM, Esler M, Fahy M
et al (2015) Predictors of blood pressure response in the SYM-
PLICITY HTN-3 trial. Eur Heart J 36:219–227. doi:10.1093/
eurheartj/ehu441
9. Papademetriou V, Rashidi AA, Tsioufis C, Doumas M (2014)
Renal nerve ablation for resistant hypertension: how did we get
here, present status, and future directions. Circulation
129:1440–1451. doi:10.1161/CIRCULATIONAHA.113.005405
10. Blankestijn PJ, Alings M, Voskuil M, Grobbee DE (2015) The
complexity after simplicity: how to proceed with renal denerva-
tion in hypertension? Eur J Prev Cardiol 22:412–414
11. Schmieder RE (2014) Renal denervation–a valid treatment option
despite SYMPLICITY HTN-3. Nat Rev Cardiol 11:638. doi:10.
1038/nrcardio.2014.70-c2
12. Burnier M, Schneider MP, Chiolero A, Stubi CL, Brunner HR
(2001) Electronic compliance monitoring in resistant hyperten-
sion: the basis for rational therapeutic decisions. J Hypertens
19:335–341
13. Jung O, Gechter JL, Wunder C, Paulke A, Bartel C, Geiger H
et al (2013) Resistant hypertension? Assessment of adherence by
toxicological urine analysis. J Hypertens 31:766–774
14. Strauch B, Petrak O, Zelinka T, Rosa J, Somloova Z, Indra T et al
(2013) Precise assessment of noncompliance with the antihy-
pertensive therapy in patients with resistant hypertension using
toxicological serum analysis. J Hypertens 31:2455–2461. doi:10.
1097/HJH.0b013e3283652c61
15. Fadl Elmula FE, Hoffmann P, Larstorp AC, Fossum E, Brekke M,
Kjeldsen SE et al (2014) Adjusted drug treatment is superior to
renal sympathetic denervation in patients with true treatment-
resistant hypertension. Hypertension 63:991–999. doi:10.1161/
HYPERTENSIONAHA.114.03246
16. Antoniou S, Saxena M, Hamedi N, de Cates C, Moghul S, Lidder
S et al (2015) Management of hypertensive patients with multiple
drug intolerances: a single-center experience of a novel treatment
algorithm. J Clin Hypertens (Greenwich) 18(2):129–138. doi:10.
1111/jch.12637
17. Mancia G, Fagard R, Narkiewicz K, Redon J, Zanchetti A, Bohm M
et al (2013) 2013 ESH/ESC Guidelines for the management of
arterial hypertension: the Task Force for the management of arterial
hypertension of the European Society of Hypertension (ESH) and of
the European Society of Cardiology (ESC). J Hypertens
31:1281–1357. doi:10.1097/01.hjh.0000431740.32696.cc
18. O’Brien E, Pickering T, Asmar R, Myers M, Parati G, Staessen J
et al (2002) Working Group on Blood Pressure Monitoring of the
European Society of Hypertension International Protocol for
validation of blood pressure measuring devices in adults. Blood
Press Monit 7:3–17
19. Patel HC, Hayward C, Ozdemir BA, Rosen SD, Krum H, Lyon
AR et al (2015) Magnitude of blood pressure reduction in the
placebo arms of modern hypertension trials: implications for
trials of renal denervation. Hypertension 65:401–406. doi:10.
1161/HYPERTENSIONAHA.114.04640
20. Levey AS, Bosch JP, Lewis JB, Greene T, Rogers N, Roth D
(1999) A more accurate method to estimate glomerular filtration
rate from serum creatinine: a new prediction equation. Modifi-
cation of Diet in Renal Disease Study Group. Ann Intern Med
130:461–470
21. Levey AS, Stevens LA, Schmid CH, Zhang YL, Castro AF III,
Feldman HI et al (2009) A new equation to estimate glomerular
filtration rate. Ann Intern Med 150:604–612
Clin Res Cardiol (2016) 105:755–762 761
123
22. Esler MD, Krum H, Schlaich M, Schmieder RE, Bohm M,
Sobotka PA (2012) Renal sympathetic denervation for treatment
of drug-resistant hypertension: one-year results from the Sym-
plicity HTN-2 randomized, controlled trial. Circulation
126:2976–2982. doi:10.1161/CIRCULATIONAHA.112.130880
23. Verloop WL, Vink EE, Voskuil M, Vonken EJ, Rookmaaker MB,
Bots ML et al (2013) Eligibility for percutaneous renal dener-
vation: the importance of a systematic screening. J Hypertens
31:1662–1668
24. Vink EE, Verloop WL, Bost RB, Voskuil M, Spiering W, Vonken
EJ et al (2014) The blood pressure-lowering effect of renal
denervation is inversely related to kidney function. J Hypertens
32:2045–2053. doi:10.1097/HJH.0000000000000282
25. Tzafriri AR, Mahfoud F, Keating JH, Markham PM, Spognardi
A, Wong G et al (2014) Innervation patterns may limit response
to endovascular renal denervation. J Am Coll Cardiol
64:1079–1087. doi:10.1016/j.jacc.2014.07.937
26. Vink EE, Goldschmeding R, Vink A, Weggemans C, Bleijs RL,
Blankestijn PJ (2014) Limited destruction of renal nerves after
catheter-based renal denervation: results of a human case study.
Nephrol Dial Transplant 29:1608–1610
27. Kandzari DE, Bhatt DL, Sobotka PA, O’Neill WW, Esler M,
Flack JM et al (2012) Catheter-based renal denervation for
resistant hypertension: rationale and design of the SYMPLICITY
HTN-3 Trial. Clin Cardiol 35:528–535
28. Vogel B, Kirchberger M, Zeier M, Stoll F, Meder B, Saure D et al
(2014) Renal sympathetic denervation therapy in the real world:
results from the Heidelberg registry. Clin Res Cardiol
103:117–124. doi:10.1007/s00392-013-0627-5
29. Chan TY, Woo KS, Nicholls MG (1992) The application of
nebivolol in essential hypertension: a double-blind, randomized,
placebo-controlled study. Int J Cardiol 35:387–395
30. Chrysant SG, Weber MA, Wang AC, Hinman DJ (2004) Evalu-
ation of antihypertensive therapy with the combination of olme-
sartan medoxomil and hydrochlorothiazide. Am J Hypertens
17:252–259. doi:10.1016/j.amjhyper.2003.11.003
31. U.S. Food and Drug Administration (2002) http://www.access
data.fda.gov/drugsatfda_docs/nda/2002/21-437_Inspra_Medr_P3.
pdf. Accessed 1 July 2015
32. U.S. Food and Drug Administration (2011) http://www.access
data.fda.gov/drugsatfda_docs/nda/2011/200796Orig1s000MedR.
pdf. Accessed 1 July 2015
33. U.S. Food and Drug Adminstration (2002) http://www.access
data.fda.gov/drugsatfda_docs/nda/2002/21-286_Benicar_medr_
P2.pdf. Accessed 1 July 2015
34. Saruta T, Kageyama S, Ogihara T, Hiwada K, Ogawa M, Tawara
K et al (2004) Efficacy and safety of the selective aldosterone
blocker eplerenone in Japanese patients with hypertension: a
randomized, double-blind, placebo-controlled, dose-ranging
study. J Clin Hypertens (Greenwich) 6:175–183
35. Saunders E, Smith WB, DeSalvo KB, Sullivan WA (2007) The
efficacy and tolerability of nebivolol in hypertensive African
American patients. J Clin Hypertens (Greenwich) 9:866–875
36. Weinberger MH, Roniker B, Krause SL, Weiss RJ (2002)
Eplerenone, a selective aldosterone blocker, in mild-to-moderate
hypertension. Am J Hypertens 15:709–716
37. White WB, Weber MA, Sica D, Bakris GL, Perez A, Cao C et al
(2011) Effects of the angiotensin receptor blocker azilsartan
medoxomil versus olmesartan and valsartan on ambulatory and
clinic blood pressure in patients with stages 1 and 2 hypertension.
Hypertension 57:413–420. doi:10.1161/HYPERTENSIONAHA.
110.163402
38. White WB, Carr AA, Krause S, Jordan R, Roniker B, Oigman W
(2003) Assessment of the novel selective aldosterone blocker
eplerenone using ambulatory and clinical blood pressure in
patients with systemic hypertension. Am J Cardiol 92:38–42
39. Rosa J, Widimsky P, Tousek P, Petrak O, Curila K, Waldauf P
et al (2015) Randomized comparison of renal denervation versus
intensified pharmacotherapy including spironolactone in true-re-
sistant hypertension: six-month results from the Prague-15 study.
Hypertension 65:407–413. doi:10.1161/HYPERTENSIONAHA.
114.04019
40. Mahfoud F, Bohm M, Azizi M, Pathak A, Durand ZI, Ewen S
et al (2015) Proceedings from the European clinical consensus
conference for renal denervation: considerations on future clini-
cal trial design. Eur Heart J 36:2219–2227. doi:10.1093/eurheartj/
ehv192
41. Weber MA, Kirtane A, Mauri L, Townsend RR, Kandzari DE,
Leon MB (2015) Renal denervation for the treatment of hyper-
tension: making a new start, getting it right. J Clin Hypertens
(Greenwich) 17:743–750. doi:10.1111/jch.12590
42. Laird NM, Ware JH (1982) Random-effects models for longitu-
dinal data. Biometrics 38:963–974
762 Clin Res Cardiol (2016) 105:755–762
123
